Critical micellar concentration (CMC) determination 148
In order to determine sodium cholate and sodium deoxycholate CMC, two methods were used. 149
The first method consisted of a non-invasive method based on conductivity measurements (Posa, The resulting suspensions were filtered through 0.2 µm PVDF syringe filters (Millipore, MA, 160 USA) to obtain clear solutions that were properly diluted with methanol:PBS (pH 7.4) (1:1) to 161 the calibration range (1-100 µg/mL) and measured by HPLC after method validation. 162
The apparent stability constants (K 1:1 and K 1:2 ) were calculated according to the equations 163 established by Higuchi and Connors (Higuchi & Connors, 1965) . 164
165
Resveratrol solubility studies with bile salts 166
Solutions of bile salts were prepared in PBS buffer (pH 7.4) at the following concentrations: 0, 167 0.25, 0.5, 1.0, 1.5, and 2.0 CMC value (mM) for each bile salt respectively. An excess of 168 stilbenes (0.5, 1 and 5 mg of resveratrol, pterostilbene and pinosylvin, respectively) was added to 169 500 µL of bile salts solutions and the suspensions were incubated protected from light in an 170 orbital shake at 25 ºC, 250 rpm for 24h, since resveratrol solubility did not increase with 171 increasing time periods. Solutions were sealed with parafilm and protected from light. Control 172 solution was 1 mg/mL of stilbene in PBS buffer prepared in the same way. Before UPLC 173 analysis, the samples were filtered through 0.45 µm PVDF syringe filters (Millipore, MA, USA), 174 diluted with methanol:PBS (pH 7.4) (1:1) to the calibration range (1-100 µg/mL) and injected 175 into the UPLC system. are also able to protect them from external agents, in this work these two systems were chosen to 242 incorporate resveratrol, pterostilbene and pinosylvin in order to evaluate their ability to increase 243 compound solubility and stability. 244 245
Method validation 246
Usually, the methods preferred to quantify stilbenes in aqueous solutions are based on UV or 247 fluorescence detection and can be performed with or without chromatographic separation. 248
However, as stilbenes can occur as trans-or cis-isomers, a method capable of detecting and 249 resolving these two isomers is more suitable for quantification. Considering that, in this work, 250 we aimed at quantifying only the trans-isomers of stilbenes and, for this purpose, a methodology 251 using high performance liquid chromatography (HPLC) coupled to UV detection method was 252 developed and validated in terms of linearity, intermediate, intra-and interday precision and 253 accuracy, following a 5-day validation protocol. The chromatographic conditions described 254 allowed the successful elution of RV, PS and PT at 1.841, 2.743 and 4.748 min, respectively 255 ( Figure 1a) . To evaluate the method's linearity, several solutions of stilbenes with concentrations 256 ranging from 1 to 100 µg/mL were prepared (eight calibrators evenly distributed and five 257 replicates) and analyzed as described above. Together with each calibration curve, three quality 258 13 control samples (QC) at low (LQC: 1 µg/mL) and medium (MQC: 50 µg/mL) and high (HQC: 259 100 µg/mL) concentrations (n=3) were also analysed. Calibration curves were obtained by 260 plotting the peak-area of each analyte against analyte concentration. The acceptance criteria 261 included a determination coefficient of at least 0.99 and the calibrators' accuracy within a ±15 262 %, with the exception of the lower limit of quantitation (LLOQ), 1 µg/mL, where ±20 % was 263 accepted. Due to the wide calibration range, weighted least squares regressions were adopted. Overall, the HPLC-DAD method described allowed the quantification of RV, PT and PS trans-296 isomers within a 6 min chromatographic run and was successful validated regarding all the 297 parameters evaluated, since CV and relative error values were always lower than 15% for all 298 criteria. 299
Solubilization of resveratrol with bile salts and CDs 301
Bile salts 302
The physiological and therapeutic properties of some bile salts are, essentially, due to their 303 ability to form micelles, which facilitate the dissolution and release of molecules with poor 304 aqueous solubility ( (Figure 2a,b,c) ; whereas, sodium deoxycholate increased compounds' 326 aqueous solubility to a smaller extent, yielding a maximum of 1 mg/mL of solubilised 327 compound, in the case of PS. In the solubility diagrams obtained for RV and PT, there is a clear 328 increase in solubility after reaching the CMC value, as expected. 329
Modified CDs 330
As an alternative agent for increasing stilbene solubility and stability, two modified CDs 331 (hydropropyl-β-CD and hydroxypropyl-γ-CD) were evaluated in this work. These modified CDs 332 were preferred over natural CDs, since their solubility in aqueous solutions is higher, thus 
